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(57) A yellow dye is capable of chemical bonding to 
a silicone which is a material of an intraocular lens or 
capable of coporymerizlng with a radical porymerizable 
monomer which is a material of an Intraocular Jens, Such 
a dye is useful for providing lenses for eyes, having vis- 



ible light transmission properties near to those of human 
crystalline lenses, and may be particularly effective for 
soft lenses for eyes. 
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Description 

[0001] The present invention relates to synthesis of a dye and use thereof in an intraocular lens. 
[0002] Lately, influences of blue violet light on the human body have been reported. As a result of these influences, 
injuries to eyes, particularly light harm to the retina, are feared. Intraocular lenses which are inserted in eyes after an 
operation for cataract, contact lenses, rnpiants of the cornea and other intraocular lenses should have a function of 
guarding against rays having such high energy. The sun emits ultraviolet, visible rays and infrared (n large quantities. 
The sun emission, which arrives on the surface of the earth through the atmosphere, constitutes UV-B (230-30Onm), 
near ultraviolet or UV-A (300-4O0nm), visible rays (4G0-700nm) and near infrared rays (700-1 400nrn). The human 
choroid mostly transmits near infrared rays and visible spectrum under common conditions. However, the cornea mostly 
absorbs UV-B so that the UV-B cannot reach the retina. 

[0003] Senility changes of the transmission properties of ultraviolet and visible rays appear in human crystalline 
lenses by aging. The crystalline lenses freely transmit ultraviolet and visible rays in infancy, transmit the rays lees with 
age, and become yellowish gradually. Particularly, as the tranemissivlty of rays between 400nm and SOOnm sJowty 
lower, the visible view becomes yellowish. The visual function then becomes used to such conditions. For this reason, 
when the crystalline lenses Of aged cataract patients are cut out and transparent artificial lenses are inserted into the 
eyes, the protective reactions of eyes, especially tissues of the retina and the like In fundus ocull, to protect from 
ultraviolet and near ultraviolet rays are lowered. As a result, The patient senses a bluish view after the surgical operation. 
It is called Chromatopsia. 

[0004] Inrecentyears, lenses for eyes to protect from harmful ultraviolet, particularly Intraocular lenses, have become 
commercially available. These lenses are produced by mixing or chemical bonding of an ultraviolet absorber, which 
cuts off lights of less than 400nm, with a lens material, to iowerthc amount of incident ultraviolet to the eyes and protect 
the eyes from the harmful ultraviolet. Further, coloured intraocular lenses are available commercially These lenses 
are produced by mixing or copolymenzing an ultraviolet absorber and a dye, which has absorption at a vistole short 
wave range, with a material of hard lonsos. On the other hand, as the materials of intraocular leneee other than those 
of hard lenses, lenses produced by soft materials such as silicone elastomers and acrylic elastomers can be obtained 
commercially. When a dye is directly mixed or dispersed into these soft materials, there Is a possbillty of bleeding out 
of the dye because of high molecular motion of the materials themselves. Accordingly, in the case of production of 
coloured lenses with soft materials, the coloured molecules should be rigidly bonded to the polymer of the materials. 
[0005] Japanese Patent Laid-open Publication H01 -299560 discloses a material for an intraocular lens characterised 
by a polymerizable ultraviolet absorber having polymerizable groups selected from the groups comprising of acryloy), 
methacxyloyl, vinyl, ally I and isopropenyl and a polymerizable dye having polymenzable groups selected from the 
groups comprising of acryloyl, allyl and Isopropenyl, which copolymerizes with another pDlymerizable monomer ingre- 
dient for lens production. Japanese Patent Laid-open Publication HO&-503997 discloses a polymer lens material for 
eyes, wh ich contains one or more monomers for forming lenses selected from the groups comprising of aery late mon- 
omers and methacrylate monomers and one or more polymerizable yellow dyes having ono to four polymerizable 
acrylate or methacrylate groups, wherein the dye part is substituted for each acryfate or methacrylate group by a spacer 
group of the following formula [111], 



wherein R 3 is alkyl of less than 6 carbons; R 4 is a noncyclic organic spacer of less than ten atoms of C, H, Si, 
O, N, P, S, CI, Br or F or a combination thereof; X is O, NH or NR 5 , wherein R 5 Is alkyl of C A ^C^ 0 \ d, e, g and h are 
independently integers in the range 0-4; and c and f are ndependently integers in the range 1-4. 
£0006] Further, Japanese Patent Laid-open Publication H09-1B7500 discloses diaciylates/dlmethacrylates of the 
following formula [IV]. 
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(R l0 )r«(^ 1 )nX-C-C=CH 2 

R» [TV] 



io wherein R' and R u are independently H or CH 3 , R6 end R 7 are Independently hydrogen, alkyl of C, -C^,, OCH 3 , OCJti 5 , 
OCqH 7 , or OC^, I and J are Independently integers of 1 or 2, R 5 , R* R 1 * and R 11 are independently noncydic organic 
spacer groups of less than 1 0 atoms, the spacer groups being C, H, Si, 0, N p P, S, CI, Br or F or combinations thereof, 
k and m are independently integers in the range 1-6, 1 and n are independently Integers in the range 0-6, and X is O, 
IMH or NR* wherein R 5 is alkyl of Cj-C^ 

is [0007] These techn iques disclosed jn known references apply a method for eopoiymertzlng a potymerizable colouring 
agent or an ultraviolet absorbing agent with an acrylic or methacrylic polymer by radical polymerization Materials of 
tho coloured intraocular lenses produced by these techniques are hard polymethylmathacfylate. Although the above 
known techniques take effect to provide stable hard lenses, there ere many problems because a suitable method for 
colouring soft Intraocular lenses and a technique there for are not disclosed. Moreover, sinee a2o dyes generally inhibiL 

20 radical polymerization, the possibility remains of unpofymerized monomers or low molecular ingredients in polymer 
products. Some claims of these patent applications disclose dyes having a phenolic hydroxy! group. I lowever, since 
the phenolic hydroxyl group traps growth radicaJs in the polymerization, It is not suited for radical porymerization. Some 
claims of these patent applications disclose dyes using an alryl group as a potymerizable group. Tho alr/l group is poor 
In radical polymerization and unsuitable for such polymerization. Monomers having aery I or methacryl groups have 

25 high reactivity and high toxicity, so that those arc difficult to treat 

[0008] Preferred embodiments of tho present invention aim to provide lenses for ayes having visible light transmission 
properties near to those of human crystalline lenses, and particularly colouring techniques effective for soft lenses for 
eyes. 

[0009] According to one aspect of the present Invention, there Is provided a dya for an intraocular lens having the 
9Q following formula [Ij or pi]: 



35 



ss 



R 3 — N=N 




,R 1 



m 

wherein R 1 Is linear or branched alkyl of C^-C^ or phenyl; when R 1 Is phenyl, one or more hydrogens of its aromatic 
ring may be substituted by linear or branched alkyl of Cj-C^, linear or branched alKoxyl oTC^iq, hydroxy, amino, 
sulf o. nltro, halogen, carboxy, -CHtyO-R 4 or *6(=0)-NH-R* wherein R* is linear or 1 ) ranched alkyl of Cj-C^; 

R 2 is linear or branched alkyJ ol C,-C 10l amino or phenyl; when R 2 is amino, one or both hydrogens thereof may 
be substituted by linear or branched alkyl of C,-C 10 ; or when R 2 is phenyl, one or more hydrogens of its aromatic 
ring may be substituted by linear or branched alkyl of C^-C^, linear or branched allcoxyl of Cj-Cjq, hydroxy, amino, 
SO sulfo, nitro, halogen, carboxy, -C(-0>0-R* -C(=0)-NH~R* wherein R* is linear or branched alkyl of C^-C^; 

R 3 is phenyl or naphthyl, one or more hydrogens thereof are linear or branched alkyl of C^-C^, Linear or branched 
alkoxyl or C (1 -C 10 . hydroxy, amino, sulfo, nitro. halogen, carboxy, -C<=0)O-ft* -C{=0)-NH-fi« wherern R 4 is linear 
or branched alkyl of C t -C 10 ; and 



in formula [I], at least one hydrogen of the aromatic ring constituted in R 1 , R 2 or R 3 is substftuted by any of CH^CH= 
(CH2) m -, CH 2 =CH-(CH 2 ) ni -XHCH 2 ) n - 1 CrVCtRSHCHaU^i.^oj^CHa^-.CH^CfRSj-lCHa)^^) 
-XHCHz^ (CH^CCRSj-CCH^JzN-CCHaV. or {CH^CtRSHCHaJ^M-C^OXCH^-; wherein X 1 is -Q- or 
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-NR 6 -, R 3 and R 6 are independently hydrogen, or linear or brtnched^IkyJ of Cj—C^q, and m and n are independently 
Integers in the range 0 to 10: 



10 




t5 wherein R 11 , ft* R 13 , R 14 , R 15 , R 18 , R 17 , R 18 r R 19 , and R 20 are independently selected from hydrogen, hydroxy, 
halogen, or linear or branched alkyl of C^C^, and at least one of mem is a substituted group represented by: 



C H 2 =CR 21 -X^ CH^CR^-X 1 1 

CH,=CR 22 -X 12 Qr 



wherein R 21 and R^are Independently hydrogen or methyl, R* 3 is hydrogen or linear or branched alkyl of C 1 -C 10 , 
XJi, Xi2 and X 13 , indcpendendy, have covajerit bonds, or linear or branched bivalent spacer groups, or -(CHgJm- 
CKCH^V wherein m and n are independently integers in the range o to 10. 

so [OOID] The invention extends to a colouring silicone material which is obtained from chemical bonding of the dye 
represented by formula [I] or (ll] to a silicone polymer having hydrosllyl groups. 

[0011] The invention extends to a colouring silicone material which is obtained from chemical bonding of the dye 
represented by formula [I] or [II] and an ultraviolet absorber having functional groups capable of chemical bonding to 
a silicone having hydrosilyl groups. 

as [0012] In such a colouring silicone material, the silicone having hydrosilyl groups may be selected from the group 
comprising a dlmethylsiloxajie^elhylrrydroailoxane copolymer, a diphenylsnoxane-phenylhydroslloxane copolymer, 
polyethylhydrosiloxane. a methylhydrosiloxane-phenytrnethylsiloxane copolymer, a methylhydrosiloxane<ctylmethyl- 
sibxane copolymer, a silicone resin containing hydrosilyl groups and polyphenyl(dimethylhydrosiloxy)siioxane. 
[0013] The Invention extends to a silicone elastomer obtained by croeelinklng of a silicone having hydrosilyl groups 

40 as above with a silicone having vinyl groups. 

[0014] The invention extends to a silicone elastomer obtained by crosslinklng of a silicone having hydrosilyl groups 
as above with a sfficone having vinyl groups and a silica. 

[0015] The invention extends to an intraocular lens comprising a dye, colouring silicone material or slltoone elastomer 
as in any of the preceding aspects of the Invention. 

<w [0Q16] a yellow dye according to a preferred embodfrnenl of the present Invention has a constitution able to bond 
chemically to transparent silicone having hydrosilyl groups by an addition reaction. Since the dye Is able to attach 
directly lo polymer chains, it has a much lower tendency to exude from materials after shaping for use in the eyes. As 
a yellow dye according to a preferred embodiment of the present invention has also radical polymerizabiJIty, It Is possible 
to obtain coloured intraocular lenses by copolymerization with monomers of radical pofymerizabllity such as acrylic 

so and styrene types. More preferably, lens materials are obtained by using a method other than radical polymerization, 
namely by bonding* e dye to a polymerchain. Yellow dyes according to preferred embedments of me present invention 
may have a maximum absorption of 350~450nm. Lenses for eyes, obtained by bonding both the yellow dye and another 
ultraviolet absorbing agent to silicone or by coporymertzation of the dye with a monomer constituting lenses, can shut 
off the greater part (more than 99%) of Incident violet light to the eyes and lower blue light intensay to reduce the bad 

55 influence of light upon eyes. The lenses can be used as intraocular lenses, glasses, contact lenses and other lenses 
for eyes. 

[0017] Coloured silicone obtained In a preferred embodiment of the present invention has its absorption band in the 
blue region. The silicone does not exude dye, and is suitable for use in contact with living organisms, and for long-term 
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use In the eyes. 

[0018] For a better understanding of the Invention* and to show how embodiments of the same may be carried into 
effect, examples thereof will now be described, and reference will be made, by way of example, to the accompanying 
diagrammatic drawings, in which: 

5 

Figure 1 shows a transmission spectrum of ultraviolet-visible light of a plaie sample of silicone eiastomer In Example 
1 described below; and 

Figure 2 shows a transmission spectrum of ultraviolet-visible light of a plate sample of silicone eiastomer in Example 
'0 3 described below. 

[001 9J An example of a yellow dye according to an embodiment of the present Invention, which has the possibility 
of addition bonding to silicone, has a basic skeleton of azobenzene or phcnyfazopyrazolone, and it has unsaturated 
alky) groups such as vinyl and ally!, to give the possibility of addition bonding to silicone polymers. Moreover. It has 

'5 characteristics of blocking violet light and protection of eyes from not only blue light but also violet light by using a 
supporting mixture of the dye and an ultraviolet absorbing agent having the possibility of addition bonding to silicone 
at the same time, or by using a mixture of the dye and silicone supporting an ultraviolet absorbing agent. 
[0020] A rorm of such a yellow dye Is represented by a constitution of an enol type of the above general formula [I], 
and also by a keto type of the formula. 

so [0021] Examples of such compounds are 4^(4-acryloyloxyphenyl)azo-3-rnethyl-1-phenyl-5-pyrazolone r 4^4-meth- 
acryloylphenyl)azo-3-methyl-1-phonyl-5-pyrazolonc, 4-(4<nethacryloytoxyphenyl)azo^-methyM^ 
ne f 3-methyl-l -phenyl-^^vlnylphenyOazo-B-pymzoione, l-(4-tert-buty!phenyl)-3-methyl 4-(4-vinylphenyl)azo- 
5-pyrazolone, 4-(4-alrylphenyl)a2o-3-methyl-1 -phenyl-5-pyrazolone, 4-(4-hydtoxy-3-ellylphQnyl)azo-3-methyl-1 -phe- 
nyl-S-pyrazolonc, 4-allyloxyphcriylazo-3-methyM -phenyl -5-pyrazolone, 4-(4-allyloxymethylphenyl)azo-3-methyl- 

45 1-phonyl -5-pyrazolone, 4-ailyloxycarbony|phenyla20-3-methyl-1 -phenyt-S*pyrazolene J 4*(4-alryioxycarbonylphenyl) 
azo-3-methyM -phenyl-5-pyrazolone, 4-<4-alryphenyl)azo-1 •(44ert-butylphenylH3-methyl-5-pynazolone 1 4-<4-allyloxy- 
phenyl)a20-1-(44en^Litylpheny1)-3-rnothyl^5-pyra2olone l 4-(4-allyloxycarbony[phenyl)azo-1-(4*tert-butytphenyl>- 

3- methyl -5-pyrazolone, 4-(4-acry lay lphenyl)azo-1 -(4-ten-butylphertyl>-3-methyl-5-pyrazolone 1 4-(4-acryk>yloxyphe- 
nyl)azo-1 -(4-teir-butylphenyl)-3-memyl-5-pyrazolone, 1 -(4-tert-butyIphenylH^4-methacryloyIphenyi)azo-3-methyl- 

30 5-pyrazolone, 1 -(4-tert^uiylphenyl)^4-methacryioyloxyphen 1 -(4-allylprienyl)-3-me- 

thyl-4-phenylazo-5-pyrazolone, 1 -(4-ailylphenyl)- 4-(4^ert-buty1phenyl)azo-3-methyl-5i5yra20lone, H4-allyloxyphe- 
nyl)^(4-tert-bJtylphenyl)azo-3-methyl-5-pyrazolone ? 1-(4-alIyloxycarbonytphenyl)^(4^erVbutylpher^ 
my I -5 -pyrazolone, 1 -(4-allyIphenyl)^(2-tert-butylphenyl)azo-3-mfitriyl-5-pyrazolone l H4-allylpheny]>4-(4-sec-butyh 
phenyi)azo-3-methyl-5-pyrazolone, 1-(4-aliylphenyl)- 4-(2-tert-butylphenyi)azo-3-methyl-5-pyrazolono, l-{4-allylphe- 

35 rryO^^-sec^butylphenylJazo-S-methyl-S-pyrazolorie, 1 -(4-acryloylpheny0^3-methyl-4-pyenylazo-5-pyrazolone 1 

4- <3-metrryM -phenyl-5-pyrazolone-4-yi)azoai|ylanilido, 4-(3-methyM -phenyl-5-pyra2olone-4-yl)azoally1anllldo, N-al- 
lyJ-4-{3-methyJ-1 -phcnyf-5^yra2olone-4-yl)azobcn2amide ) N,N-dleilyl-4-(3-methyH -phenyl^5-pyrazolone-4-yl) 
azobenzamlde and the like, but these are not limited to the above compounds. 

[0022] Examples of yellow dye embodying the present invention also have the above general formula [II] In addition 
to to those having the above general formula 

[!]• 

[0023] Examples of such compounds are N,N-dia||y|-4^rrunoazobenzene, N-aiiyi-4-airunoazobenzene, 4-aily- 
45 loxymethylazobenzene, N t N-dlmethacryl ^4-emlnoazobenzene, N-methacryJ-4-aminoazobenzene, 4-methacry- 
loxymethylazobenzene, N,N-dlaIfyl-4-(2-aminoetriyl)azobenzene, N,N-dlailyl-4-amlnomethytazobenzeno, N-allyl- 
4-(2-aminoethyr)azoberizan9 1 N-alryW-amlnometriylazobonzene, N,N-diethyl-4-amino-3-allylazobenzene, N,N-dime- 
thyl-4-amlnD-3-allylazobenzene, N.N-diethyM-emino^-allylazobenzene, N,N-dlmethyl-4-arnino-4 , -anylazobenzene 
and the like, but these are not limited to the above compounds. 
^0 [0024] Preferred examples of dyes embodying the present Invention are the following compounds 1,2,3 and 4, 



55 



5 

PA(£ 41156 1 RCVD AT 3/15/2005 10:26:59 Aft! [Eastern Standard Time] * SVfcUSPTQ-EFXRF-115 1 DHIS:8729306 1 CSID:+585 338 8706 1 DURATION (mm-ss):17-36 



MAM 5-2005 10:44AM FROM-LAW DEPARTMENT 4585-338-8706 T-607 P. 042/056 F-757 



EP 1 293 541 A2 




CH 3 

Compound I 




30 



0^ n=n 




CH 2 -CH=CH 2 Compound 3 



■to 



45 



<^~^— N===N — NH — CH 2 — CH=CH 2 



Compound 4 

[002s] Compounds 1 , 2, 3 and 4 have a possibility of eovalent bonding of a silicone polymer, by an addition reaction 
of the end C=C bonos themselves wiih hydrosHyl groups of silicone having the hydrosilyl groups. Because of the 
reaction, dye exudates (ram such obtained materials are very little. Further It |e possible to introduce the*© compounds 
into the polymer produced by radical polymerization, 

[0026] The above dye compounds have a maximum absorbance of about 350-45() nnf i Some of them have a weak 
absorbance at less than 350nm. In such compounds, another ultraviolet absorbing agent should be preferably used 
at the same time. There are several types of ultraviolet absorbing agents, such as benzophenone. benzotriazola, 
salicylic acid and Indole types, but such agents are not limited to these types. It Is Important that these types are used 
for compensating the absorbance of the above dyes and have functional groups which are able to chemically bind to 
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silicone to be main materials of lenses. 

[0027] Examples of such ultraviolet absorbing agents are 2^5-acryJoxyloxyethylo)(y-2^ya:m 
2H-benzotriazDl« 2-(2-rTydroxy-5«acryloxyoxyphenyO"2H-ben2oiria2ole, 2-(2^ydroxy^-fT>e!hacryloyloxyethoxy)- 
4*:hlarc-2H*enzotriazQle2-(2-hydroxy-3-t9rt^u^^ 2-(3-allyk2-hydroxy- 
s 5-methylphenyl)-2H-benzotrfazole t 2H3-allyl-2-hydroxy-54ert-bur^phenyO-2H-beniotriaiolB, 2-hydroxy^methacry- 
loytoxybenzophenone, 2-hydroxy-4-fr^thacryfoyloxyethoxybenzophenone t 4-acryloyloxy-2-hydroxyben2ophenone i 
4^ryloyloxyemoxy-24iydroxybenzophenone end the like, but these are net limited. 

[0026] By using a yellow dye as an example of the present invention, having a possibility of addition reaction to 
silicone having hydrosilyl groups, an addition reaction using a catalyst such as platinum can provide silicone compounos 

10 having a very low risk of edition of the dye directly bound to the silicone. 

[0029] Examples of trie above silicone compounds having hydrosilyl groups are dimothylsitoxane-methylhydrosl- 
loxane copolymer, diphanylsifoxane^henylhydroslioxane copolymer, polyethylhydrosiloxane, methyl hydrosiloxane- 
phenyJmethylsiloxane copolymer, metrrylhydrasiloxane-octylmethyteiloxane copolymer, methyl silicone resin contain- 
ing hydrosilyl groups, polyphenyl(dlmethylhydroslloxy)sjbxane and the Dke, but these are not limited to such com- 

15 pounds. 

[0030] Catalysts using in the addition reaction of yellow dyes to silicone compounds are desirably platinum com- 
pounds such as hydrogen chloroplatlnate. plattnum-olvlnyttetramethyldlslloxana, and piatlnum-tetrarrtethyiietravinyl- 
cycioslloxane. I'urther, a silicone bound to the yellow dye obtained by the above method may provide a silicone elas- 
tomer chemically bound to the yellow dye by crosslink! ng with a silicone having vinyl groups. 
so [0031] Further, a silicone bound to the above yellow dye may provide a silicone elastomer chemically bound to the 
yellow dye by cross I in King with a mixture of silicone having vinyl groups and silica. 

[0032] To form the above elastomer, catalysts such as platinum compounds such as hydrogen chloroplatinate, a 
platlnum-dlvlnyltetramethyldlsiloxane complex, a platinum tctramethyttetravinytcyclotetraslloxene complex and a plat- 
inum-alumina supporting catalyst can be used, and such catalysts provide a smooth croesKnking reaction. 

25 10033] A yellow dye In accordance with one example of the present invention can be chemically bound to Silicone 
having hydrosylil groups and then crosslinked with silicone having vinyl groups. Another method is that the yellow dye 
Is mixed with silicone having hydrosQyl groups or silicone having vinyl groups, and the mixture is mixed with silicone 
having hydrosilyl groups and silicone having vinyl groups, and then the mixture is cross-linked at the seme time as the 
yellow dye is reacted to the hydrosilyl groups. 

so [0034] Upon mixing of the silicone described above, it is preferable to homogeneously disperse the yellow dye by 
using an appropriate solvent. As such solvents, acetone, ethanol, methanol, tetrahydrofuran, and dlchloromethan can 
be exemplified. The yellow dye is dissolved in the solvent and mixed with silicone. Then, the solvent is distilled away 
with an evaporator, and the yellow dye can be uniformly dispersed in silicone. 

S£ Examples 

[0035] The following are synthetic examples of compounds as used in examples of the present invention, and ex- 
amples of use of such compounds. 

40 Synthesis of compound 1 

1 . Synthesis of dlazonium benzoate 

[003$] P-amlno benzoic acid 6,86 g (0 .05 mol) was placed in a three necked fia&K of 1 000 ml, 1 mot/1 of hydrocn loric 
<w acrd 1 00 ml was added to dissolve the mbcture. A mechanical stirrer, a thermometer and a dropping funnel of 200ml 
were attached to the three-necked nask. The flask was placed in an Ice bath, and the temperature In the flask was 
kept at o-5°C. Sodium nitrite (NaNQ 2 ) 3.8 g (0.055 mol) was dissolved in 10ml of distilled water, and the solution was 
slowly added dropwise from the neck into the flask for five minutes. The temperature In the flask was kept at 0-5*0, 
stirring was continued for 30 minutes, and yellow liquid was obtained to use for a subsequent reaction. 

so 

2. Synthesis of 4^4 , -carboxypherryla2o)-3-methyl-1 -phenyl pyrazolone by azo coupling reaction • 

[0037] 3-MethyM -phenylpyrazolone 1 0.45 g (0.CS mol) was dissolved in 1 mol/1 of aqueous solution of sodium hy- 
droxide 100 ml and the solution was placed into the above dropping funnel. Vigorously stirring with a magnetic stirrer, 
55 the above aqueous solution was slowly added dropwise for one hour while it was kept at 0-5°C. After all the solution 
had been added. 1 mol/l of aqueous solution of sodium hydroxide 100ml was added, and the mixture was stirred for 
more two hours. After the reaction was finished, hydrochloric acid was added dropwise at room temperature, and 2N 
hydrochloric acid was slowly added dropwise to obtain a reaction solution of pH 2 with a monitor of pH test paper. A 
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large quantity of a precipitate was produced. The precipitate was filtered with Buchner funnel suction . The precipitate 
was washed with distilled water until the pH of the filtrate was 7. The suction was continued until no further filtrate was 
obtained, and the residue was washed with acetone SOO ml. Trie precipitate was placed in a heat dryer of 60°C and 
was dried under reduced pressure overnight with a vacuum pump. 

3 

3. Synthesis of 4^4'-alr/>oxycarbonylphenyl8^o>^-methyl-l-phenytpyra2o|one 

[0038] Dried sol id 5g was collected from the above precipflatB and placed In an oval flask of 300ml. Thionyl chloride 
50ml was added, and a bail tipped cooler was attached to the flask. The flask was kept in an oil bath at 90° C — 1 00 B C, 

10 and the mixture was reacted for 30 minutes. After the reaction was finished, thionyl chloride was distilled away under 
reduced pressure. Allyl alcohol 50 ml and pyridine 5 ml were added into the flask, and the mixture was stirred for 30 
minutes at the oil bath temperature of 90-1 00°C and cooled to room temperature. The reaction solution was placed in 
a separating funnel of 1000 ml, and dichloromethan 100 ml and distilled water 100 ml were added. The solution was 
separated into two layers, and water of the upper layer and organic layer of the lower layer appeared. The lower organic 

f* layer was taken out of the funnel and washed with distilled water 1 00 ml, washed with 1 rrol/l of aqueous solution of 
sodium hydroxide 100 ml three rimes, and washed with distilled water three times, it was confirmed with a pH test 
paper that the water layer had become neutral. The organic layer solution was taken oui, after magnesium sulphate 5 
g was added to the solution, the mixture was stirred for 3 minutes. Magnesium sulphate was tittered off without suction. 
Solvent was distilled away with an evaporator to obtain orange solid. The obtained solid was dissolved In methanol 

£0 200 ml and the mixture was submitted to heat filtration and cooled. Needle crystals separated out slowly and were left 
for about one hour in a refrigerator. The obtained needle crystals were separated by filtration, and dried in vacuo to 
obtain the crystals of the desired compound. 
H-NMR: d=2.4, 4,8, 5.3-5,5, e.O-6.1 , 72-73, 74, 79, 6.1 , 13.Sppm 
1T-IK: 3060, 1719, 1561, 1550. 1499. 1251, 1159, 110fl,78Scnrl 

2$ 

Synthesis of Compound 2 

1 . Synthesis of a dfazonium salt of 4-aminostyrene 

30 [0039] 1 N hydrochloric acid 1 00 ml was placed into a 1 DOOmI three necked flask equipping with a thermometer, and 
4-arnlnostyrene 2.5 g was added and dissolved, ice cooling the flask, an aqueous solution 1 0 ml of sodium nitrite 1 .45 
g was slowly added for about ten minutes. All reaction solution was changed into green brown. 

2. Synthesis of 3-methyt-1-phenyl-4-(4-vinylphenylazo)-5^)yrazolone by azo coupling reaction 

35 

[0040] 3-methyM-phanylpyrazolone 3.7 g was dissolved In 1 N aqueous solution 200 ml of sodium hydroxide. The 
solution was placed in a dropping funnel, and slowly addod dropwise for about one hour into the solution prepared in 
1 above. With dropping, a red brown precipitate was produced In the solution. After the dropping was finished, the 
solution was warmed to room temperature, and stirred for one hour. Measuring with a pH meter, 1 N hydrochloric acid 
40 was added to obtain a solution of pH 2. The solution was filtered with suction, and the precipitate was obtained. The 
precipitate was washed wefl with water, and dried in vacuo overnight 

3. Preparation of 3-metliyl-1i3henyl^4^lnylphenylazo)-5-pyrazo!one 

45 [0D41] Toluene loo ml was added Into tne solid obtained In 2 above, and the mixture was heated to 70-bd*c and 
dissolved. The mixture was fllered without suction with filter paper to filter off Impurities. After removing toluene with 
an evaporator, the residue was dried and recryslaflized from small amounts of methanol to obtain needle crystals of 
the desired compound. 

H-NMR: d=2.4, 6.3, 5.7, 6.7, 7.2-7.3, 7.4-75, 6.0, 13.7ppm 
SO FT-IR: 3080, 3008, 2921 , 1654, 1582, 1550, 1501, 1490,1341, 1270, 1155,994, 913, 753cnr 1 

Synthesis of Compound 3 

[0042] 4-aminoazoben2ene 1 g was dissolved in a mixture of ethanol 40 ml and toluene 5 ml in an oval flask of 200 
55 ml, and ally) bromide 1 0 ml was added. The flask was Immersed In an oil bath ei so»C end heated to reflux the mixture 
for 30 minutes. Then, by adding NaOH 2 g, the colour of the solution was changed into greenish yellow. AUyl bromide 
10 ml was further added, and the mixture was rafluxed at SO°C for 30 minutes. After the reaction was finished, dlchlo- 
romethane 100 ml was added, and the solution was washed with 1 N NaOH aqueous solution three times and water 
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100 ml three times. The dichloromethane layer was taken out and the solvent was distilled away with an evaporator. 
After adding a small amount of ethanol, the mixture was submitted to heat filtration and pooled in a rof rfgorator. Needle 
crystals separated out. The obtained crystals were f itaared and dried in vacuo to obtain crystals of the desl red compou nd. 
[0043] Further examples of the invention are as follows. 

5 

Example 1: Production of coloured silicone with compound 1 

[0044] Compound 1 0,01 g, 2-hydroxy-4^thacryloyloxyethoxyberizophenone 0.5g commercially availabta as an 
ultraviolet absorber, and KE^1G3 1 oog (manufactured by Shlnetu Silicone, principal constituent: vinyl-terminated poly- 

io dimethylsiloxane) which is a transparent silicone of a two-part hard type commercially available as a principal material, 
these three compounds were mixed with stirring to uniformly distribute compound 1 and the ultraviolet absorber To 
the resulting principal material of silicone in which compound 1 and the ultraviolet absorber ware uniformly dispersed, 
CAT-1 03, which is a silicone-crosslinking agent attached to KE-103, was mixed in the weight ratio of 1/1 0 per silicone. 
After removing bubbles by vacuum degassing, the mixture was interposed with glass plates and heat cross-linked at 

is 1 0O°Ctor3O minutes to obtaina plate sample of a coloured silicone elastomer. Figure 1 shows a transmittance spectrum 
of me ultraviolet-visible light of the plate sample. 

Example 2; Production of coloured acrylic resin with compound Z 

*° [0045] The following materials were mixed; compound 2 0.01 % by weight phenyletrrytecrylate eo% by weight, phe- 
nyicthyimethacrylate 34% by weight, 1 ,3-propanedk>ldiacrytate 35% by weight, 2-(2-hydroxy^aoryloy1oxyphenyl)- 
2H-benzotriazol 1 ,5% by weight, AIBN 1 % by weight as an Initiator. The mixture was interposed between glass plates 
and polymerized at 100 °C for 2 hours. After extracting unreacted materials from the polymer with acetone by a Soxhlefs 
extractor, tho polymer was dried in vacuo to obtHin an acrylic plate sample. 

Example 3: Production of coloured silicone with compound 3 

[0046] To 1 00 g of commercially available trimethylsilytaerminated dimethylsiloxane-methylhydrosllDxane copolymer 
lAJdonch) which was heated to 90 °C, 0.1 g of compound 3 and 5 g of 2-hydroxy-4-methacryloyloxyetnoKyben2cphe" 

30 none was added, and a commercial complex of platinum^lvinyltelreTnethyldtelloxane (Aldorich) was added to obtain 
puiirw concentration of 6 ppm. The mixture was reacted at 80 °C for one hour. After cooling the reactant, filtration 
wh$ cor dueled with a 0,5u. membrane filter to obtain an orange silicone cross-linking agent. The coloured silicone 
cross unking agent was mixed with KE-103 (manufactured by Sinetsu silicone, principal constituent : vinyl-terminated 
poiyctmcthylsiJoxane) in the ratio of 1/10 perthe principal material. After removing bubbles by vacuum degassing, the 

J* m xtuo was interposed with glass plates and heat cross-linked at 1 00 °C for 30 minutes to obtain a plate sample of a 
ecloured silicone. Figure 2 shows a transmittance spectrum of the ultraviolet-visible light of the plate sample. 

Comparative Example 1 : 

[0047] C I.Sorvent Yellow 16 of a commercial dye 0.01 g, 24Tydroxy-4-methacry|oyloxyethQxybenzophenone of a 
commercial polymerizable ultraviolet absorber 0,1 g, and a transparent silicone 100 g of a commercial two-part hard 
type as a pnncipal material were mixed with stirring to distribute uniformly the dye and the ultraviolet absorber The 
resulting pnncipal material of coloured silicone and a usual silicone crass-tinting agent were mixed with a suitable 
muing ratio. The mixture was interposed between glass plates and heat cross-UnKed to obtain a plate sample of a 
4* coloured silicone elastomer. Since the thus-obtained coloured sDlcone elastomer easily exuded the dye on the surface, 
it was not appropriate for use as a material in contact with living organisms. 

[0046] In this specification, the verb "comprise' has Its normal dictionary meaning, to denote non-exclusive inclusion. 
Thai is. use of the word "comprise* (or any of Its derivatives) to Include one feature or more, does not exclude the 
possibility of also including further features. 
so [0049] The reader's attention Is directed to all and any priority documents identified in connection with this application 
and to an and any papers and documents which are filed concurrently with or previous to this specification in connection 
with this application and which aro open to public Inspection with this specification, and the contents of all such papers 
and documents are incorporated herein by reference. 

[0050] All of the features disclosed in this specification (including any accompanying claims, abstract and drawings), 
55 and/or all of the steps of any method or process so disclosed, may be combined in any combination, except combina- 
tions where at least some of such features and/or steps are mutually exclusive. 

[0051] Each feature disclosed in this specification (including any accompanying claims, abstract: and drawings), may 
be replaced by alternative features serving the same, equivalent or similar purpose, unless expressly staled otherwise. 
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Thus, unless expressly staled otherwise, each feature disclosed Is one example only of a generic series of equivalent 
or similar features. 

[00521 The Invention Is not restricted to tha datafls of the foregoing embodiment^). The invention extends to any 
novel one, or any novel combination, of the features disclosed in this specif icatton (including any accompanying claims, 
abstract and drawings), or to any novel one, or any novel combination, of the steps of any method or process so 
disclosed. 
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Claims 

1 . A dye for an Intraocular lens having the following formula [I] or [I Ip 




.R 1 



wherein B 1 Is linear or branched ajkyi of C,-C 10 or phenyl; when R 1 is phenyl, one or more hydrogens of its 
aromatic ring may be substituted by linear or branched alkyl of C 1 -C 10l linear or branched alkoxyl of C^-C^, 
26 hydroxy, amino, eulfo, nHro, halogon, earboxy, -C(=0)-O-R* or -C(=0)-N H-R* wherein R 4 is linear or branched 

alkyl of C^CXjq; 

R 2 is linsar or branched alkyl of CV^io. amino or phenyl; when R2 is amino, one or both hydrogens thereof 
may be substituted by linear or branched alkyl of C^-C^; or when R 2 is phenyl, one or more hydrogens of its 
30 aromatic ring may be substituted by linoar or branched alkyl of C^-C^, linear or branched alkoxyl of C^q, 

hydroxy, amino, eulfo, nltro, halogen, earboxy. -C(a:O)-0-fl 4 , -CfcOJ-NH-R 4 , wherein R* is linear or branched 
alkyl of CXi-Cifo; 

R 3 is phenyl or naphthyl, one or more hydrogens thereof are linear or branched alkyl of C[-C 10 , linear or 
35 branched alkoxyl Of C^-C^, hydroxy, amino, sulfo, nitro, halogen, earboxy, -C(=0)-0-R* -C{=0)-NH-R* 

wherein R* is linear or branched alkyl of C,-C 10 ; and 

in formula [I], at least one hydrogen of the aromatic ring constituted in R 1 , R 2 or R 3 is substituted by arty of 
CH^CHKCH 2 ) m -, CH^CH-(^ 
40 (=0)-Xi-(CH 2 ) n .. {CH 2 -C(R s )-(CH 2 ) m -} 2 N-(CH 2 ) ri -. or {CrVCtRSMCH^N-Ct^OMCH^-; wherein X' Is 

-O- or -NR 6 -, R* and R 6 are Independently hydrogen, or linear or branched alkyl of Cj-C^, and m and n are 
independently integers in tha range 0 to 10: 

43 



SO 




|TT| 

wherein R 11 , R 1 * R13, RW ris, ri6, fti7 t R i9 t Ri9 t and r20 ^ independently selected from hydrogen, hy- 
droxy, halogen, or linear or branched alkyl of C 1 ~C 10 , and at least one of them Is a substituted group repre- 
sented by: 
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i 



CH Z =CR 21 -X 1 ^ 
CH 2 =CR 22 -X 12 



CH2=CR 21 ^X^ 



^3— 



Ot 



.23 



wherein R Z1 and R 22 are independently hydrogen or methyl, R 2 * i3 hydrogen or linear or branched aikyl of 
10 0,-0,^ X 11 , X^andX 13 , Independently, have covalent bonds, or linear or branched bivalent spacer groups, 

or -(CHgJ^-O^CHg)^, wherein m and n are Independently integers in the range 0 to 10. 

2. A colouring silicone material which Is obtained from chemical bonding of the dye represented by formula [I] or [II] 
of daim 1 to a silicone polymer having hydro3ilyl groups. 

15 

3. A colouring silicone material which Is obtained from chemical bonding of the dye represented by formula [|] or [II] 
of claim 1 and an ultraviolet aosoroer having functional groups capable of chemical bonding to a silicone having 
hydrosllyl groups. 

4. A colouring silicone material according to claim 2 or 3 , in which the silicone having hydrosllyl groups Is selected 
from the group comprising a dimethylsiloxane-methyl hydros lloxane copolymer, a diphenylsiloxane-phenylhydrosi- 
loxan© copolymer, polyetnylhydrosiloxane, a methylhydrosiioxane-phenylmethytsiloxane copolymer, a methylhy* 
drosiloxane-octylmethyfsHoxane copolymer, a silicone resin containing hydrosllyl groups and poJyphenyl(dimeth- 
y!hydro5iloxy)siloxanc. 

£5 

5. A silicone elastomer obtained by crossllnklng of a silicone having hydros iry I groups according to claim 2 or 3 with 
a silicone having vinyl groups. 

6. A silicone elastomer obtained by crosslinking of a silicon© having hydrosllyl groups according to claim 2 or 3 with 
30 a silicone having vinyl groups and a silica. 

7. An intraocular lens comprising a dye, colouring silicone material or silicone elastomer as claimed in any of the 
preceding claims. 
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F I G. 1 




Wavelength (nm) 
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